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^ (57) Abstract: A method for preventing or minimizing loss of bone mineral in mammals which method comprises administering 
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PO.^H. groups wherein R and R can be, same or different, aliphatic or cyclic moiety, and Alk is an alkylene group having from I to 
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intemational application as filed has been furnished. 

the statement that the Information recorded in computer readable form is Identical to the written sequence listing has been 
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6. The figure of the drawings to be published with the abstract is Figure No. 

I I as suggested by the applicant. [X] Noneofthefigur s. 
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I I because this figure better characterizes the invention. 
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Present claims 1-5,10-14 relate to a compound defined (inter alia) by 
reference to the following parameter(s): aminoalkylenephosphonate, 
"aminoalkylenephosphonate with at least one R-N(ALK-P03H2)2", 
"aminoalkylenephosphonate where the amine moiety of the 
aminoalkylenephosphonate represented by... is derived from either an 
aliphatic...", "aminomethylenephosphonate" et cetera. 
The use of these parameters in the present context is considered to lead 
to a lack of clarity within the meaning of Article 6 PCT. It is 
impossible to compare the parameters the applicant has chosen to employ 
.with what is set out in the prior art. The lack of clarity is such as to 
render a meaningful complete search impossible. Consequently, the search 
has been restricted to the compounds mentioned In claims 6-9 and in the 
examples at page 7 and 10. 

Claims searched completely: 6-9, 15-18. 
Claims searched incompletely: 1-5,10-14. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to Inventions In respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This Is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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dted to understand the prindple or theory underiying the 
invention 

'X' document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken atone 
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1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
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2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I S Basis of the report 

II □ Priority 

III S Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
iV □ Lack of unity of Invention 

V ^ Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations suporting such statement 

VI □ Certain documents cited 

VII □ Certain defects in the international application 

VIII □ Certain observations on the international application 
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Date of completion of this report 
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Name and mailing address of the international 
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Fax: +49 89 2399 - 4465 


Authorized officer ^--Soo^^v 
Heller, D (l |) 
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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1-10 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless othenA^ise indicated under this item. 

These elements were available or furnished to this Authority in the following language: » which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or annino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure In 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



Claims, No.: 



1-18 



as originally filed 
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report.) 



6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and Industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
K claims Nos. 1-14. 



because: 

IS the said international application, or the said claims Nos. 1-9 (concerning industrial applicability) relate to the 
following subject matter which does not require an international preliminary examination (specityi: 
see separate sheet 



□ the description, claims or drawings (indicate particular elements de/ow/) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specif^}: 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

B no international search report has been established for the said claims Nos. 1-5, 10-14. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) Yes: 

No: 

Inventive step (IS) Yes: 

No: 

Industrial applicability (lA) Yes: 



Claims 6,8,9,15,17,18 

Claims rj, 7.. 10-1 4. 16 

Claims 

Claims 1-18 

Claims see sections III and V 
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SECTION III: 

Since claims 1 to 5 and 10 to 14 relate to a large number of possible compounds, the 
search has been carried out for those parts of the claims relating to the compounds 
mentions in claims 6 to 9 and 15 to 18 as well as for the general idea underlying the 
application. The EPO policy, when acting as an International Preliminary Examining 
Authority, is not to carry out a preliminary examination on matter which has not been 
searched (Rule 66.1 (e) PCT). Therefore, the preliminary examination has been carried 
out on whole the subject-matter of claims 6 to 9 and 15 to 18 which has ben searched. 

Claims 1 to 9 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

SECTION V: 
Prior art 

Reference is made to the following documents: 

D1 (US-A-5 902 825) directed to a composition and method of using the same for the 
palliation of pain in patients having diseases affecting the bone and bone joints 
including metastatic bone cancer, rheumatic diseases such as rheumatoid arthritis, 
osteoarthritis and other inflammatory arthropathies (col. 1, II. 8 to 13). 

D2 (WO 94 00145 A) relates to specific target delivery systems; namely, delivery of 
growth promoting factors to bone for its regeneration by a chelating composition system 
(p. 1, II. 2 and 3). 

D3 (EP-A-0 41 1 941) describes that certain of the methylenephosphonated amines are 
useful for imaging and other radiopharmaceutical uses when complexed as chelates 
with radioactive metals (col. 2, II. 6 to 1 1). 
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D4 (US-A-5 385 893) is directed to novel ligands that are tri- and 
tetra-cyclopolyazamacro-cyclic compounds, and derivatives thereof (col. 2, II. 65 to 67). 

D5 (US-A-5 714 604) concerns a process for the preparation of azamacrocyclic or 
acyclic aminophosphonate ester derivatives. Such process provides ligands which are 
useful as diagnostic or therapeutic agents (col. 1 , II. 6 to 9). 

D6 (Miller S.C. et al.) relates to the effects of EDTMP on the calcium absorption, 
plasma calcium, longitudinal groNArth and bone history in rats (title). 

D7 (DATABASE CHEMABS; Wang W. et al.) discloses the effects of DOTMP on the 
growth of calcite crystals in vitro (title). 

D8 (Jee W.S.S. et al.) relates to the effects of EDTM P on cortical bone remodeling in 
dogs (title). 

D9 (Moore N.C. et al.) discloses the effects of i.p. administered EDTMP on rat bone 
metabolism (title) 

Novelty 

The subject-matter of claims 1 to 5, 7 and 10 to 14 and 16 is not new in the sense of 
Article 33 (2) PCT. 

As D1 already discloses the use of aminoalkylenephosphonate - especially o f AMP and 
pOTMP (c ol. 6, II. 51 to 67) - for the treatment of diseases which affect the bone (col. 5, 
II. 34 to 48), claims 1 to 5, 7 and 10 to 14 and 16 are not novel oyer D1 . 

D6 discloses the effects of EDTMP on plasma concentrations, intestinal calcium 
absorption, longitudinal bone growth, growth plate thickness, osteoid accumulation and 
quantity of mineralized tissue (p. 231 , col. 1 , §3). Therefore, D6 anticipates novelty of 
present claims 1 to 5 and 10 to 14. 

D8 discloses same the effects of EDTMP as described in D6, but in dogs, not in rats (p. 
340, col.2, §2). Therefore, claims 1 to 5 and 10 to 14 are not novel over D8. 
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D9 is directed to the same subject-matter as D6 and D8. It therefore, anticipates 
novelty of present claims 1 to 5 and 10 to 14. 

As D2 is directed to a complex of DOTMP and a growth factor (GF) for regenerating 
bone (claim 29), and not to the compound without the GF as claimed in the present 
claims, D2 does not seem to anticipate novelty of present claims. 

D3 discloses the same substances as claimed - mainly DOTMP (cf. examples 1 1 to 19) 
- , but not for the claimed treatment and does therefore not anticipate novelty of present 
claims 1 to 1 8. 

D4 relates to BP2MP as chelating agent for use in therapy (col. 2, II. 39 to 62). For D4 
applies the same as for D3. 

For D5 applies the same as for D3 and D4. 

As the effects disclosed in D7 are described only for in vitro tests, D7 is not relevant for 
novelty. 

Inventive step 

The subject-matter of claims 1 to 18 does not involve an inventive step in the sense of 
Article 33 (3) PCT. 

For claims 1 to5,7 arid 10 to 14 and 16 the following applies: 
Even if the applicant is able to establish novelty it cannot be seen that any particular 
aspect of the application as filed would involve an inventive step under Article 33 (3) 
PCT in the light of the relevant prior art. 

For claims 6, 8 and 9 as well as corresponding claims 15, 1 7 and 18 the following 
applies: 

The additional features of said claims can be determined as alternatives and are 
therefore not inventive in the sense of Article 33 (3) PCT over the cited prior art. 

Industrial applicability 
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For the assessment of the present claims 1 to 18 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the. use of such a compound for 
the manufacture of a medicament for a new medical treatment. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 



Present claims 1-5,10-14 relate to a compound defined (inter alia) by 
reference to the following parameter(s): aminoalkylenephosphonate, 
"aminoalkylenephosphonate with at least one R-N(ALK-P03H2)2" , 
"aminoalkylenephosphonate where the amine moiety of the 
aminoalkylenephosphonate represented by... is derived from either an 
aliphatic...", "aminomethylenephosphonate" et cetera. 
The use of these parameters in the present context is considered to lead 
to a lack of clarity within the meaning of Article 6 PCT. It Is 
impossible to compare the parameters the applicant has chosen to employ 
with what is set out in the prior art. The lack of clarity is such as to 
render a meaningful complete search impossible. Consequently, the search 
has been restricted to the compounds mentioned in claims 6-9 and in the 
examples at page 7 and 10. 

Claims searched completely: 6-9, 15-18. 
Claims searched incompletely: 1--5, 10-14. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



